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STATEMENT OF NO DATA CONFIDENTIALITY CLAIMS 


No claim of confidentiality is made for any information con¬ 
tained in this study on the basis of its falling within the 
scope of FIFRA §10(d)( 1 }( A) , (B), or (C) . 

Company: CIBA-GEIOY Corporation {Typed Name) 

Company Agent: Thomas Parshley _ (Typed Name) 

Title: Senior Reg. Specialist 

Signature: _ Date: _ 


These data are the property of the Agricultural Division of 
CIBA-GEIGY Corporation, and as such, are considered to be 
confidential for all purposes other than, compliance with 
FIFRA §10. Submission of these'data in compliance with FIFRA 
does not constitute a waiver of any right to confidentiality 
which may exist under any other statute or in any other 
country. 
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GOOD LABORATORY PRACTICE STATEMENT 

This study meets the requirement for 40 CFR Part 160. 

Submitter/Sponsor of Study: 



PM3006899752 

Source: https://www.industrydocuments.ucsf.edu/docs/rtkx0001 




Merrill TiAdel 
Agricultural Division 
CIBA-GEIGY\Corporat ion 
GreensboroV North Carolina 
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PHARMAKON RESEARCH INTERNATIONAL, INC. 

WAVERLY, PENNSYLVANIA 18471 



PHONE 

( 717 ) 588*2411 
FAX 

( 717 ) 586*3450 


compliance statement 


This study was conducted in compliance with the Principles 
of Good Laboratory Practices (GLP) as promulgated by the 
following regulatory agencies:: 


U.S. Food and Drug Administration, as stated in the 
Federal Register, Part II of December 22, 1978, 

Title 21, part 58 and all subsequent revisions, 

U.S. Environmental Protection Agency as stated in 
the Federal Register, Vol. 48, No. 230, Tuesday, 
November 29, 1983. 

Organization for Economic Co-operation and Development 
Guidelines for Testing Chemicals (OECD), ISBN 92-64- 
12221-4, adopted by the council at its 535th meeting on 
12th May, 1981. 


Study NO.: PH 430-CG~001-81 


"To the best of my knowledge, this study was conducted in 
accordance with applicable Good Laboratory Practice 
regulations; there were no deviations from these regulations 
that impacted on study conclusions." 
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Certification.of Availability of Raw Data 

X hereby certify that the submitter possesses or has access to 
the raw data used in or generated by the study summarized in 
this document. 

Submitter's Representative: 



Certification of Accuracy of Summary and Adequacy of the Study 

I certify, in compliance with FIFRA section 4(e) (1) (A), that 
this summary accurately represents the data presented in the 
report(s) of this study cited by MRID, and that this study fully 
satisfies all pertinent requirements of the QPP Guideline it 
addresses. 


Submitter's Representative: 


Signature/Date: _ 




Typed Name: 

\ /j 

Merrill TiM 

iel 


Title; . 

-g- 

Toxicologist 



R40.6MT0628MG 
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Subdivision p 
Guideline Ref. No. 82-2 
December 24. 1989 



82-2 Repealed Dcmc Dermal Toxicity (21-day) in the Rat, Rabbit or Guinea Pig 

ACCEPTANCE CRITERIA 
Does wot study meet the folkming acceptance criteria? 


1 . 


12 . 


13 


N 


14. JL 


Technical form of the active ingredient tested. 

At least 5 awmais/sex/group (3 test groups and control group). 

Dosing duration at least 6 hour/day for 21 days or 5 days/week for 3 weeks. 

Application site at least 10 % of body surface area. 

Doses tested include signs of tcnicity at high dose, no or minimal dermal irritation, minim al 
lethality or a limi t dose (1000m g/kg) if nontoxic. 

Doses tested include a NOEL. 

Individual daily observations. 

Individual body weights. 

Individual or cage food consumption. 

Clinical pathology data oi 11 &. 12 at termination. 

Hematology. 

_Y Leucocyte count 

* V Differential count 
__Y Platelet count (or clotting measure) 


Y Erythrocyte count 
Hemoglobin 

_£ Hematocrit 

Clinical chemistry. 

* Y Alkaline phosphatase 

7 Aspartate aminotransferase 
? Alanine aminotransferase 

* _N Crcaumne kinase 

» ~V I *nip. dehydrogenase 

V Glucose 
y Bilirubin 

» Y Cholesterol 

* _Y Creatinine 


Total Protein 
Albumin 


As scheduled in 10. 


Y Urea nitrogen 
^ Inorganic phosphate 
_Y Calcium 

* Y potassium 
¥ Sodium 

* _Y_ Chloride 

Urinalysis, only when indicated by expected or observed activity. 

____ Blood _Total bilirubin 

_Protein *_Urobilirubin 

___ Ketone bodies __ Sediment 

_Appearance _Specific gravity (osmolality) 

_Glucose * Volume 

_____ individual necropsy of all animals. 

12 . Y/N Histopathology performed on all control and high dose animals, all anim al s that died or were 
killed on study consisting of all gross lesions on all animals, target organs on all anim al s (to 
determine a NOEL), and skin (normal and treated) lungs, liver and kidneys. 


Criteria marked with a * are supplemental and may not be required for every study. 

C-101 


PM3006899755 
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CAS Name: N-(2-Chloro-6-f lv%orobenzyl)- 

N-ethyl-a f a, a, -trifluoro-2, 6- 
dinitro-p-toluidine 

or- 

2-Ch.loro-N-[2, 6-dinifcro-4- 
(trifluoromethyl)phenyl]-N- 
ethyl-6-fluorobenzenemethanamine 

Common Name: Flumetralin 

Trade Name: Prime +® 

CIBA-GEIGY Code Number: CGA-41065 

CAS Registry Number: 62924-70-3 

EPA Shaughnesay Number: Unknown 



92% minimum 



PM3006899756 
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Flumetralin: 
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82-2: Repeated Dose Dermal Toxicity in the Rabbit 


1. The test article was Flumetralin (CGA-41065) Technical, a 
bright orange crystalline substance, FL-810973, purity 96.4%. 

2. There were ten male and ten female New Zealand white rabbits 
in each of three test groups and a concurrent control. 


3. The test material was applied daily five days per week for 
three consecutive weeks. The test material was kept in con¬ 
tact with the skin for a six-hour exposure period each day. 

4. The application site was 10% of the body surface area. In 
50% of the animals in each group, the skin was abraded using 
a 21-gauge burred needle; the abrasion penetrated the stratum 
corneum but not the derma. 


5. The doses tested were 0, 500, 1000, and 2000 mg/kg of body 
weight. No animals died during the study. There were no 
differences among the groups in body weight or food consump¬ 
tion. The only clinical sign observed was diarrhea in one to 
four animals in each group. The test material induced mild 
dermal irritation at the 500 mg/kg dose level and moderate 
irritation at the 1000 and 2000 mg/kg dose levels. Ophthal- 
mological examinations did not reveal any treatment-related 
effects. There were no significant differences among the 
groups in hematology parameters. There were no biologically 
significant differences in any clinical chemistry parameters. 
There were no significant differences among the groups in 
absolute or relative organ weights. No treatment-related 
effects were found in the gross necropsy examinations. 
Histopathologic examination of liver and kidney tissue did 
not reveal any treatment-related effects. Treatment-related 
alterations in skin tissue were found as increases in inci¬ 
dence and/or severity of nonspecific dermatitis and dermal 
hemorrhage. 


6. The no-observable-effect level for systemic parameters was 

2000 mg/kg, the highest dose tested. Because dermal irrita¬ 
tion and dermal histological effects were found at' the 
500 mg/kg level, a no-observable-effect level for dermal 
parameters was not established. 


PM3006899757 
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7 . 


Animals were observed daily for mortality and toxicologic 
and/or pharmacologic signs. The only clinical sign observed 
was one or more episodes of diarrhea in two control, three 
low-dose, one mid-dose, and four high-dose animals. Applica¬ 
tion sites were examined for signs of erythema and edema and 
scored according to the Draize scale prior to each applica¬ 
tion. For the 500 mg/kg group, the maximum scores were 1.95 
and 1.75 for males arid females, respectively. For the 
1000 mg/kg group, the maximum scores were 2.60 and 2.00 for 
males and females, respectively. For the 2000 mg/kg group, 
the maximum scores were 2.30 and 2.20 for males and females, 
respectively. 


8. Body weights were recorded pretest, twice each week, and 
immediately before necropsy. There were no significant 
differences among the groups at any assessment point. Mean 
body weight increased during the study in all groups. 


9. Food consumption for each rabbit was determined twice weekly. 
There were no significant differences among the groups at any 
assessment point. Food consumption for females in all groups 
and males in the control group decreased throughout the 
study. Food consumption for males In the three treatment 
groups increased from Week 1 to Week 2, but Week 3 values 
were lower than both Week 1 and Week 2. 


10. Clinical pathology parameters were assessed prior to.treat¬ 
ment and at termination. See Items 11 and 12 for results. 


11. Hematology measures were hemoglobin, hematocrit, erythrocyte 
count, total and differential leukocyte counts, and platelet 
count. No significant differences were found among the 
groups. 


12 . 



Clinical chemistry measures at pre-test were glucose, urea 
nitrogen, total bilirubin, cholesterol, albumin, globulin, 
sodium, potassium, chloride, calcium, alkaline phosphatase, 
aspartate aminotransferase, alanine aminotransferase, and 
lactic acid. Additional measures at study termination were 
creatinine, gamma glutamyl transpeptidase, direct bilirubin, 
and uric acid. At pre-test, values for albumin and globulin 
were unusually high in both males and females, probably due 
to a shift from a standard to a high protein diet. The only 
statistically significant difference among the groups on any 
pre- or post-test measure was for sodium among females at 
post-test; values for animals in the 1000 mg/kg group were 
lower than the other groups. This finding was not seen to be 
related to treatment due to the lack of a dose response and 
similarity to pre-test values. 


PM3006899758 
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13, Urinalysis was not performed. 


14. A gross necropsy examination was performed on all animals at 
terminal sacrifice. Weights were determined for the brain, 
pituitary, thyroids/parathyroids, heart, liver, kidneys, 
adrenals, and testes or ovaries. Tissues to be evaluated for 
histopathology were preserved in neutral buffered 10% forma¬ 
lin. The most common necropsy findings were nodules and/or 
discolored areas on the liver, but no treatment-related 
abnormalities were observed. There were no significant 
differences among the groups in any absolute organ weight, 
organ/body weight ratio, or organ/brain weight ratio. 


15. Histopathology examinations were performed on multiple areas 
of treated and untreated skin specimens, two sections of 
liver, and two kidney specimens from each animal. No 
treatment-related effects were found in any tissues/organs 
except for the skin. Mild to marked microscopic changes 
occurred in untreated skin sections from both control and 
treated rabbits, probably induced by mechanical irritation. 
Treatment-related alterations in skin tissue were found as 
mild to marked nonspecific dermatitis, occasionally accom¬ 
panied by dermal hemorrhage. 


16. There were no significant changes from the Acceptance 

Criteria in this study. Four deviations from the Acceptance 
Criteria are noted. Under Item 6, although there were no 
systemic effects at any of the doses tested, an NOEL for 
dermal effects was not established. The dermal LD 50 in the 
rabbit is >2000 mg/kg and the primary irritation study found 
the test material to be only mildly irritating. Therefore, 
dose levels of 500, 1000, and 2000 mg/kg were chosen to eval¬ 
uate systemic toxicity after repeated dose dermal exposure. 
Because only mild irritation was noted at 500 mg/kg, this 
deviation is considered to be insignificant. Under Item 12, 
creatinine kinase and inorganic phosphate were not assessed. 
For Item 13, the supplemental criterion of urinalysis was not 
performed. Under Item 15, lungs were not examined histopath- 
ologically. These deviations are considered to be insignifi¬ 
cant because there were no indications that repeated dermal 
treatment with Flumetralin Technical would affect these 
parameters. No systemic toxicity was found at the limit dose 
(2000 mg/kg) and it is doubtful that measurement of these 
additional parameters would have added significantly to the 
toxicological evaluation of the test material. 


GILLIS:R508SW0921JG/MT 
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